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with a relative risk of 1 56 (950/ confidence interval 1 08-2 27).
Finally, the effect of the four variables clinical stage, pathological
grade, nodal invasion, and blood group together was examined.
Blood group again made a significant contribution (p = 0009) with
a relative risk of 1 69 (95°, confidence interval 1 17-2 46).

Discussion

If blood group is associated with survival from other diseases6
there would be some bias in the population towards older
women. At the time of analysis, however, the only suitable
information available on blood groups in the population was
that from the Blood Transfusion Service, and a non-significant
result was obtained when distributions were compared. In
addition, the analysis was concerned with prognosis, not the
risk of development of breast cancer.

In contrast with the results obtained in this series Donegan
found a "good" relative survival in patients with blood group
AB, although figures for other blood groups were comparable.2
The exact reason for this difference is not clear as he did not
discuss his findings in detail. We can only postulate possible
causes such as differences in the distribution of blood groups
in the population studied or different methods of selecting
cases for the study.
By applying the log rank method and Cox's model we found

that the type of blood group retained its significance and could

be regarded as an independent factor of prognostic value, not
explained by the presence of known clinical or pathological
risk factors. We therefore believe that blood group should be
considered in addition to these risk factors when a patient's
prognosis is assessed.
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SHORT REPORTS

Unithiol in Wilson's disease

Patients with Wilson's disease, after initial "decoppering" with
penicillamine or trientine dihydrochloride, require lifelong treatment,
albeit at a reduced dose, to maintain their copper balance. Un-
fortunately, 5-10", of patients develop intolerance to penicillamine,l
some of whom also develop intolerance to trientine dihydrochloride.
I describe one such patient who was subsequently managed with
unithiol (Dimaval; (2,3)-dimercaptopropane-( 1 )-sulphonate sodium
salt). Other possible drugs are zinc salts (sulphate or acetate)2 and
tetrathiomolybdate.3

Case report

A 13 year old boy presented with fluid retention. Biopsy showed cirrhosis
of the liver. He was treated symptomatically. Three years later his younger
sister died suddenly of liver failure; a genetic illness was suspected. A year
later he developed dysarthria, and examination showed hepatosplenomegaly,
gynaecomastia, and Kayser-Fleischer rings. His serum copper concentration
was 4-1 HtmollI (26 sLg/I00 ml) and urine copper excretion over 3 1 jimol/24 h
(200 ,g/24 h). Penicillamine was started, and symptoms of the hepatic and
the neurological disease rapidly cleared; after two years, however, he
developed severe systemic lupus and a nephrotic syndrome. Penicillamine
was stopped and prednisolone 5 mg daily started.
The systemic lupus did not respond, and after two months he was referred

Results of copper studies during treatment for Wilson's disease

Urine copper after:

Basal urine Trientine Radioactive
Treatment and its duration Plasma copper copper Penicillamine dihydrochloride Unithiol copper (plasma

(1Lmol/l) (,mol/24 h) (gsmol/24 h) (,umol/6 h) (imol/6 h) 24 h:2 h ratio)

July 1977 Nil 4-1 3-1 21-9
November 1979 Penicillamine, 2 years 0 9 0 6 2-1
November 1980 Trientine dihydrochloride, 1 year 0 8 0-6 1-5 015
March 1982 Nil, 15 months 6 8 121 40-7 20-7 0-29
February 1983 Unithiol, 1 year 1 9 2-5 2-9 3-1
March 1984 Unithiol, 2 years 17 17 2-4

Conversion: SI to traditional units-Plasma copper: I tLmol/l 6-4 sLg/100 ml. Urine copper: 1 ,Lmol/24 h 63-6 gg/24 h.

to this hospital for possible treatment with trientine dihydrochloride. The
prednisolone was increased to 60 mg daily, which rapidly controlled the
arthropathy and serositis but not the proteinuria. Trientine dihydrochloride
was started, and he was discharged with instructions to reduce the dose of
prednisolone slowly under local medical supervision. After two months,
when he was taking prednisolone 5 mg daily, the systemic lupus recurred.
Trientine dihydrochloride was stopped and prednisolone increased to
10 mg daily. For 15 months he remained well apart from heavy proteinuria.
His serum copper concentration showed that his body stores of the metal
were reaccumulating. Blood and urine copper concentrations had risen, and
studies with radioactive copper showed that the liver was less efficient at
sequestering copper and clearing the plasma of the radioisotope (table).4
He was therefore given a test dose of unithiol, an alternative chelating
agent, which induced good cupruresis. A maintenance dose of 200 mg
twice daily was started. Copper excretion rose to 31-5-47-2 Hmol (2000-
3000 [g) daily.
This treatment was continued, plus prednisolone 10 mg daily, from

February 1982, and, apart from heavy proteinuria, his health remained
good. His blood and urine copper concentrations fell, though basal urine
copper excretion was still higher than when penicillamine was stopped.

Comment

Although this particular water soluble analogue of dimercaprol
has been used in Eastern Bloc countries for some time, it has not
been available in western Europe, so little is known of its toxicity.
One problem with the parent compound, dimercaprol, was the
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frequent development of tachyphylaxis apart from numerous other
toxic reactions and the painfulness of the injections. The main
advantage of dimercaprol is that the molecule is not charged, is
soluble in lipids, and is able to cross the blood-brain barrier fairly
easily compared with penicillamine, trientine dihydrochloride, and
unithiol, which are highly charged.
Treatment with unithiol was started in two other patients. The

first developed a fever of 39"C four hours after the test dose and a
50°, fall in the leucocyte count. A further challenge dose caused a
similar reaction and treatment was not pursued. This patient was
subsequently managed with tetrathiomolybdate.3 The second patient
took unithiol for 10 days before refusing it because of intense nausea
and a change in taste. Other patients have received single test doses,
and the resulting cupruresis has been comparable with that after
penicillamine and trientine dihydrochloride in most cases. Unithiol
may well prove to be yet one more fall back treatment for patients
who develop intolerance to penicillamine.
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of Heyl Chemisch-pharmazeutische Fabrik, Berlin, for generous supplies
of Dimaval.
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Bronchoconstriction in response to
suggestion: its prevention by an
inhaled anticholinergic agent

Emotion is a recognised trigger factor in asthma, yet few studies
have examined the mechanism. Luparello et al first showed that many
asthmatics would respond with bronchoconstriction if it was suggested
to them that saline was a bronchoconstrictor drug.' This response
was prevented by intravenous atropine.2 This work has been chal-
lenged3 and the observed bronchoconstriction attributed to cooling
of the airway by the inhaled saline. We have tried to establish
whether suggested asthma exists and whether an inhaled anti-
cholinergic drug prevents it.

Patients, methods, and results

Twenty five asthmatics (six men, 19 women; mean age 30 years, range
18-65) who described attacks precipitated or exacerbated by emotion were
studied on three afternoons. Control forced expiratory volume in one second
(FEV1) on each study day was within 85°' of predicted and 5°' of the other
study days; bronchodilator treatment was withheld for appropriate lengths
of time. Subjects were informed that we were studying the effects of previous
inhaler treatment on their response to known bronchoconstrictor and
bronchodilator drugs. Ethical approval was obtained from the Research
(Endowments) Committee of St Thomas's Hospital.
Each day FEV, was measured every five minutes until two successive

readings were within 5%/0; the mean was taken as control. On days 1 and 2
subjects inhaled either 80 ,Lg ipratropium bromide or two puffs placebo in
a randomised double blind crossover fashion and on all days rested for
30 minutes. They then received eight saline inhalations, each given over
two minutes and separated by three minutes' rest. The subjects inhaled
tidal breaths from a DeVilbiss 646 nebuliser which delivered phosphate
buffered saline, using compressed air at 8 1/min, 1-4 kg/cm2 (20 psi). The
air passed through a water bath at 85°C and the saline heated to 67'C
producing an aerosol at 32°C. FEV, was measured in each rest period
30 seconds and 90 seconds after inhalation had stopped. The lowest value
was recorded and the percentage change in FEVI from control calculated.
On days 1 and 2, during the first two inhalations (period 1), subjects

were shown a placard stating "This drug should not affect your breathing,"
during the next four inhalations (period 2) a series of placards suggesting
that they were receiving doubling concentrations of a solution which could
cause "breathlessness, tightness, or wheeze," and during the last two

inhalations (period 3) one stating "This drug will relieve your tightness and
your breathing will return to normal." On the control day subjects were
shown the placard from period 1 throughout.
Ten asthmatics produced a fall in FEV, of greater than 150% when saline

inhalation was accompanied by suggestion that it would cause wheeze.
The remaining 15 showed no change in FEV, on any study day. There were
no significant differences in physical characteristics or of psychological and
emotional trigger factor scores between the two groups. In the 25 asthmatics
FEV, on the ipratropium bromide day was 3-10 (SEM 0-14) 1 (95-0 (SEM
2-1)0,, predicted) before and 3-18 (0 40) 1 (97-2 (2-3)0, predicted) after
treatment.

In the bronchoconstrictor group (figure) FEV, fell by 17-8 (SEM 3-5)0/
(p < 0-001) when saline was accompanied by bronchoconstrictor suggestion
on the placebo inhaler day. This fall was abolished by ipratropium bromide
and no change in FEV, occurred with neutral suggestion on the control day.
On the placebo day the bronchoconstriction was reversed when saline was
inhaled with bronchodilator suggestion.
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Changes in FEV, after saline inhalation in bronchoconstrictor group.
During period 1 saline was inhaled with suggestion that it would have no
effect, during period 2 that it was a bronchoconstrictor, and in period 3 that
it was a bronchodilator. 0 Ipratropium bromide day. + Placebo day.
* Control day. Results expressed as means and SEM.

Comment

This study shows that in a highly selected group of asthmatics
bronchoconstriction can be produced by appropriate suggestion,
confirming previous work.' 2 We found no evidence that it is due to
airway cooling. Bronchoconstriction occurred despite the aerosol
being heated to 32°C throughout. No bronchoconstriction occurred
with two initial doses of saline without suggestion, or when, on the
control day, saline was inhaled in the guise of a neutral substance.

Inhalation of saline accompanied by suggestion may provide a
model for emotionally triggered asthma. Previous work showed that
this bronchoconstriction could be prevented by intravenous atropine.
We have found that it can also be prevented by inhaled ipratropium
bromide. Whether this effect is specific to the anticholinergic effect
of the drug or to a non-specific bronchodilator action remains to be
shown.
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